THE STRUCTURE OF BESTATIN
Sir:
In the preceding paper'', the isolation and physicochemical properties of bestatin, a new aminopeptidase B inhibitor produced by an actinomycetes, were described. In this communication, we report the structure determination of bestatin which is [(2S, 3R)-3-amino-2-hydroxy-4-phenylbutanoyl]-L-leucine.
Bestatin is obtained as colorless fine needles, m.p. 233-236°C.
The 1, methanol) . Thus, the absolute configuration of C3 of I was determined to be R.
Recently, SHIBA et al.') reported that the relative configuration of a-amino-(-hydroxy acids can be determined by PMR spectrometry of their oxazolidone derivatives, for which coupling constants of the vicinal methine protons of the oxazolidones are distinctly different in the threo (5.0±1.0 Hz) and erythro (9.6±0.6 Hz) isomers. This was applied to an oxazolidone derivative of I, though I is not an a-amino-~-hydroxy acid, but a a-aminoa-hydroxy acid. The oxazolidone of I was prepared by alkali treatment of the N-benzyloxycarbonyl derivative of I. The coupling VOL. XXIX NO. 1 THE JOURNAL OF ANTIBIOTICS constant of the vicinal methine protons of the oxazolidone was 4.0 Hz, while that of the diastereoisomer, which was synthesized starting from D-phenylalanine, was 9.0 Hz. These results suggested that the configuration of I should be threo. Thus, the absolute configuration of I is 2S, 3R. This conclusion was confirmed by X-ray crystallographic analysis of the I-methyl ester hydrobromide.
3) The chemical shift of the C3 methine proton of the I moiety (54.25) of N-acetyl bestatin is significantly lower than that (b 3.75) of bestatin hydrochloride, which indicates that the amino group of I is free in bestatin molecule. Finally, the amino acid sequence of bestatin was determined by mass spectrometric analysis of bestatin methyl ester ( 
